TV-121-120120-65

SYLLABUS AND COURSE GUIDE

The Role of Antibody Drug
Conjugates in Advanced
Non-Small Cell Lung Cancer:
Guidance for Today and the
Path Forward

A Free, 90-Minute Live and OnDemand Activity
Premiere Date: Tuesday, December 1, 2020
12:30 PM - 2:00 PM ET (live)

Credit Expiration Date: Wednesday, December 1, 2021

www.cmeoutfitters.com/NSCLCguidance
#NSCLCcare

LIVE FACULTY:
Hossein Borghaei, DO, MS (Moderator)
Enriqueta Felip, MD, PhD
David E. Gerber, MD

Take advantage of our LIVE Q&A segment
during this webcast!

Please click on the Ask a Question tab and type your question.
Email your question or comment: questions@cmeoutfitters.com
All other questions: Call CME Outfitters at 877.CME.PROS

This continuing education activity is provided by

CMEZR
Outfitters %Ki/



The Role of Antibody Drug Conjugates in Advanced Non-Small Cell Lung Cancer: Guidance for Today and the Path Forward

INFORMATION FOR PARTICIPANTS

Statement of Need

The discovery of molecular alterations that drive tumor initiation and progression has revolutionized the treatment strategy

for non-small cell lung cancer (NSCLC) by matching targeted therapies to a specific mutation, leading to significantly improved
therapeutic efficacy. However, despite the initial effectiveness of targeted therapy for NSCLC, most patients ultimately develop
acquired resistance with subsequent disease progression, making it imperative for clinicians to receive up-to-date education on
evaluating new therapeutic options to improve outcomes and better tailor treatment strategies.

In this CME Outfitters Live and OnDemand, integrations of animated 3-D models will provide visual representation of the
mechanisms and characteristics of antibody drug conjugates (ADCs) in NSCLC to complement expert faculty insights and
evidence supporting testing strategies to identify predictive biomarkers, emerging treatment options for advanced or metastatic
NSCLC, and best practices for managing patients with lung cancer in the face of COVID-19 and beyond.

Learning Objectives

At the end of this CME/CE activity, participants should be able to:

« Apply molecular testing to identify predictive biomarkers for targeted therapy in advanced NSCLC.
« Evaluate the rationale for emerging therapies in advanced or metastatic NSCLC.

« Employ best practices to manage lung cancer during the COVID-19 pandemic.

The following learning objectives pertain only to those requesting CNE or CPE credit:

« Summarize how molecular testing can identify predictive biomarkers for targeted therapy in advanced NSCLC.
- Evaluate the rationale for emerging therapies in advanced or metastatic NSCLC.

« Describe best practices to manage lung cancer during the COVID-19 pandemic.

Target Audience
Hematology/oncology specialists, surgeons, pathologists, nurse practitioners, PAs, nurses, and pharmacists

Financial Support
Supported by an educational grant from Daiichi Sankyo, Inc.

CREDIT INFORMATION

CME Credit (Physicians)

CME Outfitters, LLC, is accredited by the Accreditation Council for Continuing Medical Education (ACCME) to provide continuing medical
education for physicians. CME Outfitters, LLC, designates this live activity for a maximum of 1.5 AMA PRA Category 1 Credit(s)™. Physicians should
claim only the credit commensurate with the extent of their participation in the activity.

Note to PAs: PAs may claim a maximum of 1.5 Category 1 credits for completing this activity. NCCPA accepts AMA PRA Category 1 Credit™ from
organizations accredited by ACCME or a recognized state medical society.

CNE Credit (Nurses)

Provider approved by the California Board of Registered Nursing, Provider Number CEP 15510, for 1.5 contact hours.

Note to Nurse Practitioners: Nurse practitioners can apply for AMA PRA Category 1 Credit™ through the American Academy of Nurse
Practitioners (AANP). AANP will accept AMA PRA Category 1 Credit™ from organizations accredited by the Accreditation Council for Continuing
Medical Education. Nurse practitioners can also apply for credit through their state boards.

CPE Credit (Pharmacists)

CME Outfitters, LLC, is accredited by the Accreditation Council for Pharmacy Education as a provider of continuing pharmacy
é education. 1.5 contact hours (0.15 CEUs)

®
Universal Activity Number: Live: 0376-0000-20-148-L01-P; Enduring: 0376-0000-20-148-H01-P
Type: Knowledge-based
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ABIM/MOC Credit

Successful completion of this CME activity, which includes participation in the evaluation component, enables the participant to earn up to 1.5
MOC points in the American Board of Internal Medicine’s (ABIM) Maintenance of Certification (MOC) program. Participants will earn MOC points
equivalent to the amount of CME credits claimed for the activity. It is the CME activity provider’s responsibility to submit participant completion
information to ACCME for the purpose of granting ABIM MOC credit.

Learning Formats: Live activity; Enduring material

Royal College MOC

Through an agreement between the Accreditation Council for Continuing Medical Education and the Royal College of Physicians and Surgeons
of Canada, medical practitioners participating in the Royal College MOC Program may record completion of accredited activities registered
under the ACCME’s “CME in Support of MOC” program in Section 3 of the Royal College’s MOC Program.

MIPS Improvement Activity
This activity counts towards MIPS Improvement Activity requirements under the Medicare Access and CHIP Reauthorization Act of 2015
(MACRA). Clinicians should submit their improvement activities by attestation via the CMS Quality Payment Program website.

CREDIT REQUIREMENTS

Post-tests, credit request forms, and activity evaluations must be completed online (requires free account activation), and participants can
print their certificate or statement of credit immediately (75% pass rate required). This website supports all browsers except Internet Explorer
for Mac. For complete technical requirements and privacy policy, visit https://www.cmeoutfitters.com/privacy-and-confidentiality-policy.

There is no fee for participation in this activity. The estimated time for completion is 90 minutes. Questions? Please call 877.CME.PROS.

FACULTY BIOS & DISCLOSURES

Hossein Borghaei, DO, MS (Moderator)

Dr. Borghaei earned his degree at Philadelphia College of Osteopathic Medicine and completed a residency at Graduate Hospital in Philadelphia.
Since completing his fellowship training at Fox Chase Cancer Center, he has been involved in a number of clinical trials aimed at developing new,
antibody-based therapies and immunotherapies for patients with lung cancer.

In addition to his clinical practice and participation in immunotherapy-based clinical trials, Dr. Borghaei is the principal investigator (PI) of a
laboratory that develops new monoclonal antibodies and novel immune-modulating drugs, with the aim of bringing these approaches to the
clinic. He served as the Pl of a phase Il randomized study that proved the effectiveness of nivolumab in the treatment of patients with advanced
non-squamous non-small cell lung cancer after progression on prior chemotherapy. This work led to the approval of nivolumab, one of the first
immunotherapy-based drugs to be approved for lung cancer in this setting.

Dr. Borghaei is a member of the thoracic core committee at Eastern Cooperative Oncology Group (ECOG) and, until recently, was a member of
the National Comprehensive Cancer Network (NCCN) Non-Small Cell Lung Cancer panel. He is the recipient of an American Society of Clinical
Oncology (ASCO) Young Investigator Award and an ASCO Career Development Award. Dr. Borghaei is a long-standing member of ASCO, AACR,
IASLC, and SITC as well as the ECOG thoracic committee.

Dr. Borghaei has been a recipient of the Robert Krigel Memorial Award for Teaching Excellence from Fox Chase Cancer Center, ASCO’s Young
Investigator Award, and the Career Development Award from ASCO. His work has been published in The New England Journal of Medicine, Journal
of Clinical Oncology, The Lancet Oncology, Leukemia Research, Journal of Thoracic Oncology, Clinical Cancer Research, Clinical Lung Cancer, and
Journal of the National Comprehensive Cancer Network.

Enriqueta Felip, MD, PhD

Dr. Felip is the Head of the Thoracic Cancer Unit within the Oncology Department of Vall d'Hebron Hospital, Barcelona, Spain. Professor Felip
is in charge of thoracic malignancy management and is responsible for thoracic cancer trials undertaken by the Oncology Department. Dr.
Felip received her medical degree from the Autonomous University of Barcelona (UAB), where she also completed her PhD studies in medical
oncology. She has been Associate Professor at UAB from 2010 to May 2019. She is involved in the training of medical students, residents, and
particularly in mentoring fellows.

Dr. Felip is currently a member of the Spanish Lung Cancer Group (SLCG) and the Spanish Society of Medical Oncology (SEOM). In October
2019, she was elected SEOM Vice-President for 2019-2021.

Dr. Felip is also member of the European Society of Medical Oncology (ESMO), the American Society of Clinical Oncology (ASCO), and the
International Association for the Study of Lung Cancer (IASLC). She is a member of the Board of Directors of IASLC (2017-2021).

Dr. Felip has been involved in several initiatives with scientific organizations, among them, as Subject Editor of Guidelines Working group ESMO
Minimum Clinical Recommendations in lung cancer and Coordinator of the 1st ESMO Consensus Conference in lung cancer. She is at present a
member of the scientific committee of the SLCG.
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Dr. Felip is also author of many peer-reviewed articles and book chapters relating to the field of thoracic malignancies.

The magnitude of Dr. Felip’s contribution to the biomedical sciences is remarkable as she is one of the most cited authors in 2018 and 2019:
Global Highly Cited Researcher list 2018 (Source: Clarivate Analytics).

David E. Gerber, MD

Dr. Gerber is Professor of Internal Medicine and Population & Data Sciences at UT Southwestern Medical Center. Within the Harold C. Simmons
Comprehensive Cancer Center at UT Southwestern, Dr. Gerber serves as Associate Director of Clinical Research and as Co-Leader of the
Experimental Therapeutics Scientific Program.

Disclosure of Relevant Financial Relationships with Commercial Interests

It is the policy of CME Outfitters, LLC, to ensure independence, balance, objectivity, and scientific rigor and integrity in all of their CE activities.
Faculty must disclose to the participants any relationships with commercial companies whose products or devices may be mentioned in faculty
presentations, or with the commercial supporter of this CE activity. CME Outfitters, LLC, has evaluated, identified, and attempted to resolve any
potential conflicts of interest through a rigorous content validation procedure, use of evidence-based data/research, and a multidisciplinary
peer review process. The following information is for participant information only. It is not assumed that these relationships will have a negative
impact on the presentations.

Dr. Borghaei reports he receives research support from Bristol-Myers Squibb Company/Eli Lilly and Company and Merck & Co./Celgene
Corporation. He is on the advisory committee for AbbVie Inc.; Amgen Inc.; AstraZeneca; Axiom Healthcare Services; BioNTech; Boehringer
Ingelheim; Bristol-Myers Squibb Company; Cantargia AB; Celgene Corporation; Daiichi Sankyo, Inc.; Eli Lilly and Company; EMD Serono, Inc.;
Genentech, Inc.; Genmab; GLG; HUYA Bioscience International; Merck & Co.; Novartis; Pfizer Inc.; PharmaMar; Regeneron Pharmaceuticals
Inc.; and Takeda Pharmaceuticals U.S.A., Inc. He is a consultant for Amgen; AstraZeneca; Bristol-Myers Squibb Company; Daiichi Sankyo, Inc.;
EMD Serono, Inc.; and PharmaMar. He receives other financial or material support from Data and Safety Monitoring Board: Incyte; Takeda
Pharmaceuticals U.S.A., Inc. and University of Pennsylvania. He is on the scientific advisory board for Rgenix (stock options) and Sonnet
BioTherapeutics, Inc. (stock options).

Dr. Felip reports she receives research funding from Fundacion Merck Salud and a grant for Oncology Innovation (GOI) EMD Serono. She serves in
an advisory role or speakers bureau for for AbbVie Inc.; Amgen Inc,; Astra Zeneca, Bayer, Blueprint Medicines Corporation; Boehringer Ingelheim;
Bristol-Myers Squibb Company; Eli Lilly and Company; F. Hoffmann-La Roche; GlaxoSmithKline; Janssen Global Services; Merck KGaA; Merck
Sharp & Dohme Corp.; Novartis; Pfizer Inc.: Puma Biotechnology, Inc.; Sanofi Genzyme, Springer; and Takeda Pharmaceutical Company. She
recieves other financial or material support from Grifols (independent board member).

Dr. Geber reports he receives research support from AstraZeneca; BerGenBio; Bristol-Myers Squibb Company; and Karyopharm. He is a
consultant for Bristol-Myers Squibb Company; Catalyst Pharmaceuticals, Inc.; G1 Therapeutics, Inc.; Karyopharm; and Samsung Bioepis. He is a
stock shareholder (directly purchased) of Gilead Sciences, Inc.

Howard Bliwise, MD (peer reviewer) has no disclosures to report.

Mae Ochoa, RPh (peer reviewer) has no disclosures to report.

Poshala Tish Aluwihare, PhD (planning committee) has no disclosures to report.
Susan Perry (planning committee) has no disclosures to report.

Jan Perez (planning committee) has no disclosures to report.

Sharon Tordoff (planning committee) has no disclosures to report.

Disclosures were obtained from the CME Outfitters, LLC staff: No disclosures to report.

Unlabeled Use Disclosure

Faculty of this CE activity may include discussions of products or devices that are not currently labeled for use by the FDA. The
faculty have been informed of their responsibility to disclose to the audience if they will be discussing off-label or investigational
uses (any uses not approved by the FDA) of products or devices.

Activity Slides
The slides that are presented in this activity will be available to download and print out at the CME Ouitfitters website:
www.cmeoutfitters.com/NVAFbeat. Activity slides may also be obtained via fax or email by calling 877.CME.PROS.
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Claim ABIM MOC Credit
3 Steps to Complete

1. Actively participate in the meeting by responding to

questions and/or asking the faculty questions
(It's okay if you miss answering a question or get them wrong;
you can still claim MOC)

2. Complete your post-test and evaluation at the conclusion
of the webcast

3. Be sure tofill in your ABIM ID number and DOB
(MM/DD) on the evaluation so we can submit your credit

to ABIM
ABIM
gACCREDmsD




CME for MIPS Improvement Activity

Required Steps to Claim CME Credit as an MIPS Improvement Activity

o Actively participate by responding to ARS questions and/or
asking the faculty questions

® Complete activity post-test and evaluation at the link provided

o Over the next 90 days, actively work to incorporate
improvements in your clinical practice from this presentation

o Complete the follow-up survey from CME Outfitters in
approximately 3 months

CME Outfitters will send you confirmation of your
participation to submit to CMS attesting to your completion of
a CME for MIPS Improvement Activity

]
CME .. MIPS

IMPROVEMENT ACTIVITY

Engage with us via Twitter!

Follow us on Twitter!
@CMEOutfitters

for upcoming CME/CE
opportunities, health care
news, and more

#NSCLCcare
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Learning
Objective

Apply molecular testing to identify
predictive biomarkers for targeted
therapy in advanced NSCLC.
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Learning
Objective

Evaluate rationale for emerging
therapies in advanced or
metastatic NSCLC.

Learning

Objective

Employ best practices to
manage lung cancer during
the COVID-19 pandemic.

Mutation Testing for
Metastatic NSCLC




NSCLC: Complex Picture
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Advanced NSCLC: Biomarkers and

Actionable Mutations

® ALK
® ROS 10 + chemotherapy

iy Molecular analysis [eEREyd 10+10

© BRAF V600
Targeted thera .

© MET exon 14 1 Py +PD-L1 testing

© NTRK Pt 2ok

10 monotherapy

o RET
¢ HER?2 (ERBB2) (pembrolizumablatezolizumab)
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10+10

Gregory LR. J Natl Compr Canc Netw. 2017;15(55):686-688.; Kim SY, Halmos B. Lung Cancer Manag. 2020;9(3):LMT35.

Targeting Actionable Mutations in NSCLC

Patients with an oncogenic driver mutation who did and
did not receive targeted therapy, and patients without an
invet
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Current NCCN Guideline Testing i Include Testing for Many Gene Mutations
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Comparison of Molecular Assays for
Biomarker Detection in NSCLC

Variant Types
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Detecting Genomic Alterations in

Advanced NSCLC-NGS
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NSCLC Genetic Driver Mutation

Identification by NGS
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Evolving Role of NGS in NSCLC

e Potential to help manage NSCLC in Ti
all stages of cancer issue
e ctDNA sensitivity is low in early
stages but high in advanced stages
o cfDNA capable of identifying all
guideline genomic biomarkers EGFRmutation | 11.30%  15.20% 14.20%
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Receptor Signaling in NSCLC: Druggable

Targets
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HER2 in Lung Adenocarcinoma

® Protein overexpression (IHC 2+ or 3+) in 12%-20% of
cases

e Amplification in ~ 3% of cases, around 10% of cases in
EGFR TKI resistance
e HER2 amplification and mutations usually do not occur

together

® Activating mutations in ~ 2%-4% of cases

e How to define HER2-positive lung cancer?

® Which of them are suitable for treatment with anti-HER2
agents?

LiBT otal 419.; Nakamura H, et al. Int J Cancer. 2003;103(1):61-66.; Yoshizawa A, et al. Lung Cancer.
201485(3) ol. 2019;30(3)P353-P355.

ADCs in NSCLC

Mechanism and Characteristics of
ADCs in NSCLC

An Animated Tour




ADCs Deliver Lethal Payloads to the

dis
i%wc 8 i‘ \C, A. Antigen access via circulation
e, ‘Aﬁn ! = ;% \ B. Antigen binding
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Denid E. Gerber D, UT Soufwesiem Medical Ceter

E. Processing along endosomal-lysosomal
pathway

F. Degradation in acidic and proteolytic rich
environment

G. Intracellular release of cytotoxic compound

Parslow AC, et al. Biomedicines. 2016:4(3):14.

ADCs Can Extend the Therapeutic Window

— S Compared to conventional chemotherapy,
G ——— ADCs can 1 efficacy and | toxicity:
N MTD. 4N

« Targeted delivery of drugs to cancer cells >
1 drug doses in tumor microenvironment >
| minimum effective dose (MED)

‘Thrapeutic window

MED « Fewer drug molecules within normal,

non-target tissues > 1 maximum tolerated
dose (MTD

Nasiri H, et al. J Cell Physiol. 2018;233:6441-6457

Tumor and ADC Characteristics Impact

Efficacy and Toxicity

Tumor Characteristics

« Target antigen highly
expressed on tumor

« Limited expression of target
antigen on healthy tissues

« Target antigen not shed at
high levels

« Target antigen-ADC
complex internalized upon
binding

+Target antigen should be highly expressed on tumor
cells with limited expression on healthy tissues

+Antibody should have high affinity and avidity for tumor
antigen

Antibody

Linker
Drug

« Highly potent since only a
number of molecules can be
attached to the antibody

+ Stable in circulation
* Must effciently release the
cytotoxic agent inside the.

tumor cell

Thomas A, et al. Lancet Oncol. 2016;17(6):254-e262.

ADC Characteristics

« Antibody has high affinity,
avidity for target antigen

« Linker stable in circulation
but efficiently releases
payload inside tumor cell

« Highly potent drug




Case Study: Meet Joanna

¢ Joanna is a 66-year-old woman with relapsed
small cell lung cancer (SCLC) after platinum-

etoposide and topotecan

¢ Treated with anti-DLL3 antibody-drug conjugate

4/2017-6/2017

¢ Excellent response to therapy but subsequent
development of target-related toxicities of pleural,

pericardial effusions

Select ADCs in NSCLC and Other Solid

Tumors
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oR: BAIUZT (CAB-ROR?] NSCILC, Glher sola Tomors T

T T NSCLC ovarian eancer NCTUS3T9625

TP VDT goviecan) TCTNSCLT, eancers T

Deneka AY, et al. Cancers. 2019,11(9):1297.

ADCs Targeting Select Genomic
Alterations in NSCLC

C Phase (CT)

Trastuzumab emtansine (T-DM1) 11 (NCT02289833)
Trastuzumab emtansine (T-DM1) HER2 11, in progress (NCT02675829)
Trastuzumab deruxtecan (DS-8201a) HER2 I, in progress (NCT02564900)
Trastuzumab deruxtecan (DS-8201a) HER2 11, in progress (NCT03505710)
U3-1402 HER3 I, in progress (NCT03260491)
Telisotuzumab vedotin (ABBV-399) c-Met I/lb in progress (NCT02099058)
DS-1062 TROP2 I, in progress (NCT03401385)

Sacituzumab govitecan TROP2 1 (NCT01631552)

Payan S, et al. Target Oncol. 2020;15(4):429-448.




Trastuzumab Emtansine (T-DM1) in Previously

Treated HER2 Metastatic NSCLC (NCT02289833)

® Phase Il

@ Previously treated advanced (N = 49)
HER-2 overexpressing o
(IHC 2+ or 3+) Any AE 45 (92%)

e Age =18 Serious AE 10 (20%)

@ All patients received T-DM1 Withdrawal due to AE 2 (4%)
(3.6 mg/kg intravenously every | Death as a result of AE 0

. iﬂwj'ekst) ¢ t durati Death as a result of AE 0

ledian treatment duration was
3.6 months (0-24.8 months) refated to study drug
Poters S, ot al. Glin Gancer Res. 2019:25(164-72.

Efficacy of T-DM1 in Previously Treated

ER2 Metastatic NSCLC

IHC 2+
ORR = 0% (95% Cl, 0.0-11.9) T-DM1
Patients with " P
Patients with
et vy Parameter  IHC 2+ Z
Chaivil | | | (N=29) 1HC 3+ (N =20)
CR 0 0
PR 0 4(20%)
Vs s 7o BB U ABRD AB
" HC3+  “ sD 8(28%) 4(20%)
ORR = 20% (95% Cl, 5.7-43.7) ” -
0. Higher efficacy in IHC 3+ group PD 16 (55%) 1 (55%)
= .
o < DCR 8(28%) 8 (40%)
25 ol |
© - . ORR 0 4(20%)
75 o= 2k
P ) PFS 2.6 months 2.7 months
12 34 567 8 91011121314 151617 181

= complefe remission PR = jssi - i = progressive di = rol rz
S complele.comissinn; PR.= prial rsmisson ;D = siable gisease : PD = progressive disease; DCR = disease conirl rate

Peters S, et al. Glin Cancer Res. 2019,25(1):64-72.

T-DM1 in HER2-Mutant Lung Cancers

(NCT02675829):0ngoing trial

® Phase |l basket trial

1
e Patients with metastatic lung (N =18)

adenocarcinoma YES
o Median age 64 (47-74) Any AE Elevated AST, ALT (39%)

. . Thrombocytopenia (33%

® All patients received T-DM1 ol Y;psema 8%)

(33 \'/?el:l?s/kg intravenously every Serious AE Grade 3-4 anermia (6%)
® Median treatment duration was Withdrawal due to AE 0

4 months Death as a result of AE 0

Death as a result of AE 0
related to study drug

ALT = alanine AST = aspartate A
LiBT, etal. J Clin Oncol. 2018:36(24):2532-2537.

w

= adverse effect(s)




Efficacy o M1 in HER2-Mutant Lung
Cancers

arameter
CR 0

PR 8 (44%)
e Fatonts sD 7 (39%)
[ - PD 3(17%)

H DCR 15 (83%)
% ORR 8 (44%)
£ PFS 5 months

“Time on Treatment (moniths)

LiBT, etal. J Clin Oncol. 2018:36(24):2532-2537.

Study Update: T-DM1 in HER2-Mutant and/or

Amplified Lung Cancers (NCT02675829)
o N =49 (including 18 from previous report)

20 o ERBB2anpliication & Progression of disease
»ERBBZmual aStable disease

=Partial response

= Complete response

« Onset of objective response

on
102 % ERBB2 mutation and ampification

=
Patients

% Best res;

T 56 Ty 70—
Months on treatment

Parameter N=49 Similar ORR for both HER2 mutations

| 0T ] and HER2 amplifications

Patients

LiBT, etal. Cancer Discov. 2020;10(5):674-687.

Trastuzumab deruxtecan(T-DXd) Targeting HER2 in Multiple

Advanced Solid Tumors (NCT02564900):Ongoing Trial

® Phase | dose expansion in pre-treated
HER-2 expressing (IHC= 1+) patients

® Median age 59
e Median treatment duration 10.6 months Any AE
® HER2 mutation 61.2% (11/18) Serious AE related to o
: study dru 2(1.2%)
® Most common HER2 mutations among 9
patients with NSCLC were exon 20 Withdrawal due to AE NR
insertions 44.4% (.8l18) . Death as a result of AE 1(56%)
® Among the 18 patients with NSCLC,
27.8% (5/18) had received a prior Dealh as a resuit of AE 1(56%)
HER2-targeted regimen, 22.2% (4/18) y g

had received a prior EGFR inhibitor, and
5.6% (1/18) had received a prior
anaplastic lymphoma kinase inhibitor

Tsurutani J, et al. Cancer Discov. 2020;10(5):688-701




Efficacy of T-DXd Targeting HER2 in

Multiple Advanced Solid Tumors

N=
e [ ov [ | o [ e[ ne ] e | 1+ ] o] 1+ [ 1] 0 ] 0 [0 |1+ o |2+ |ne] T-DXd (DS-6201)
s |+ o | [ne] - [eane] - ne e [ ne [ oo | + [ ne [ ne ) Patients with
whaaed] ne | ne | nE N ™ £20 E20 £20 £20 EO E20 Parameter A0S e
40 (N=11)
R 0 o
& PR 10 (85.6%) 8(72.7%)
g
£ sD 4(222% 2(182%)
5
g PD 3(167%) 101%)
2 DCR | 14(778%) |  10(909%)
ORR | 10(556%) 8(727%)
Exon 20 insertion
100 s PFS 11.3 months

Tsurutani J, et al. Cancer Discov. 2020;10(5):688-701

T-DXd in HER2-Mutatated Metastatic NSCLC

(DESTINY-Lung01) (NCT03505710): Ongoing Trial

e Phase Il in patients with
non-squamous NSCLC with HER2-
overexpressing or HER2-activating mutants

® Median age 63 (34-83) Any AE 42 (100%)
® 6.4 mg/kg every 3 weeks Serious AE related to 22 (52.4%)
® Median treatment duration 7.75 months study drug
e Data presented for HER-2 mutated group Withdrawal due to AE 10 (23.8%)
® Most common HER2 mutations in the kinase Death as a result of AE 0

d in (90.5%
. Moomsta:)na:ients (20 5%) had prior platinum: Death as a result of AE 0

.5% -
based therapy and 54.8% had anti PD-1 or related to study drug

PD-L1 treatment
Parameter N=42

61.9%

PFS 14 months

Smit EF, et al. J Clin Oncol. 2020;38(suppl) Abstract No. 9504,

HERS3 targeting ADCs in NSCLC

o HER3 (ERBB3) is a /h\
member of the EGFR g\ /7%;‘?6’””‘3

HER2)

family

® Dimerizes with HER2
to activate oncogene
signalling via
PI3K/AKT, MAPK and
JAK/STAT pathways

o HERS activation leads
to treatment failure

® Target for ADCs in
multiple malignancies

% Cell Membrane

Mishra R, et al. Oncol Rev. 2018;12(1):355




Patritumab Deruxtecan (U3-1402) Targeting HER3 in

EGFR-Mutated NSCLC (NCT03260491): Ongoing Trial

® Phase | dose escalation and dose
expansion in advanced EGFRm
NSCLC after failure of EGFR TKI
and platinum-based chemotherapy

® Age 2 18 (United States) or 2 20
(Japan)

e Median treatment cycles 3 (1-19)

® 28 patients continuing at data cutoff

Any AE YES
. YES
SenoustsuAyE rlelagted o Thrombocytopenia 25%
Neutropenia 16%
Withdrawal due to AE 0
Death as a result of AE 0
Death as a result of AE 0
related to study drug

Yu HA, et al. Ann Oncol. 2020;31(Suppl 4):$1189-51190

Efficacy of U3-1402 Targeting HER3 in

EGFR-Mutated NSCLC: Ongoing Trial

® 5.6 mg/kg

® 22/56 (39%) patients had
best percentage decrease
in sum of tumor diameters

Patritumab Deruxtecan

2 30%

o Efficacy was observed in

patients with several
mechanisms of resistance

including EGFR, C797S,

MET amp, HER2m, BRAF

02)

6)
CR 1(2%)
PR 13 (23%)
SD 25 (45%)
PD 9 (16%)
DCR 39 (70%)
ORR 14 (25%)

fusion, and PIK3CAm

YU HA, et al. Ann Oncol. 2020;31(Suppl 4):$1189-51190.

c-MET targeting ADCs in NSCLC

® c-MET is a HGF receptor

e Activation leads to s
excessive cell B
proliferation via multiple
pathways including Do
PI3K/AKT, Plasma membrane
RAS/ERK/MAPK and W inase T e
Wnt/B-catenin Fasieh o L DO ] T s,

nnors oET P e,

o Overexpression/mutation
of c-MET in NSCLC may
lead to tumor invasion
and metastasis

Liang H, Wang M. Onco Targets Ther. 2020;13:2491-2510,

Impaired MET
receptor degradation




Telisotuzumab Vedotin (ABBV-399/Teliso-V) Targeting c-Met in

Patients with Advanced Solid Tumors (NCT02099058):Ongoing trial

® Phase | dose escalation study
in advanced solid tumors
including NSCLC

® NSCLC with c-MET + IHC Any AE 46 (96%)
H-score 2 150) Serious AE related to 2 (4%)
® 0.15mg to 3.3 mg/kg study drug
o |V dosing every 3 weeks Withdrawal due to AE 11 (22.9%)
Death as a result of AE 4(8%)
Death as a result of AE 0(0)
related to study drug

Strickler JH, et al. J Clin Oncol. 2018;36(33):3298-3306

Efficacy of ABBV-399 geting c-Met in

Patients with Advanced Solid Tumors

& Mertane oMet HScore

- Nsac ABBV-399/Teliso-V
£ 2 . :::: e . nts with cMef
§ » i 20 Parameter p, NSCLC (N
5 s | 20 CR 0
ic | N I 3 mg PR 3(188%)
3= I ok SD 6 (37.5%)
) —— E PD 5 (31.3%)
g ot ) DCR 9 (56.3%)
© 0 ORR 188%
e Jela e e = [s el e[ [=]= PFS 5.7 months
e e e

Trophoblast Cell-Surface Antigen 2(TROP2)

targeting ADCs in NSCLC

® TROP2 is a glycoprotein e M
which mediates cell
proliferation, growth and THAEHATE @
calcium mobilization via . ..c.... -2
a complex network of momue @ / )
signalling pathways of apoptosis — o

® Overexpression crpresion” @
correlates with poor P = Y

prognosis in some
malignancies including
NSCLC

Lenart S, et al. Cancers (Basel). 2020;12(11):E3328




DS-1062 in Targeting TROP2 in Advanced

NSCLC (NCT03401385): Ongoing Trial

e Phase | dose escalation and dose
expansion with unresectable NSCLC

refractory to/relapsed from standard o
treatment with measurable disease Any AE 91(96%)
(RECIST v1.1) and available tumor for Serious AE related to 17 (18%)
retrospective TROP2 evaluation were study drug
eligible Withdrawal due to AE NR

e Age 2 18 (United States) or 2 20 (Japan) Death as a result of AE 0

e Median treatment cycles 3 (1-19) Death as a result of AE o

e Treatment was well tolerated up to 8 mg/kg, | related to study drug

and a dose effect on antitumor activity was
observed over 2.0-10.0 mg/kg in heavily
pretreated patients with prior progression
on standard treatment

Parameter W=ES

(response-evaluable)
22 (25%)

PR

Lisberg AE, et al. J Clin Oncol. 2020;38(suppl). Abstract No. 9619.

Sacituzumab Govitecan (IMMU-132) Targeting Trophoblast
Cell-Surface Antigen 2 (TROP2) in Advanced NSCLC

(NCT01631552)

® Pretreated patients with metastatic Sacituzumab Govitecan
NSCLC

o Median age 64 (40-68) Any AE
® Not preselected on the basis of YES
TROP-2 expression on their 3 Neutropenia 28%
tumors Se”":ts gEéelated i@ Leuko’;;en_ia 9%
e TROP-2 is not a predictive deyedy Pneumonia 9%
biomarker for response Diarrhea 7%
Withdrawal due to AE 2(3.7%)
Death as a result of AE 0
Death as a result of AE 0
related to study drug

Heist RS, et al. J Clin Oncol. 2017;35(24):2790-2797.

Efficacy of IMMU-132 Targeting TROP2 in Advanced NSCLC

Sacituzumab
Govitecan
(IMMU-132)

sD
I Progression

Evaluable
Patients
(N =47)

CR 0
9 (19%)
23 (49)

15 (32%)

— contauing
¥ = 50% shankage st rporied

WP conteea)

@ Squamous cell history
® 8mgkg starting dose.
# Prior checkpoint inhibitor Tx

+ Early CT assessment after 2 doses.

DCR
(PR+SD24
months)

Best Change in Target
Lesions From Basaline (%)

20 (43%)

B Progrssson,butcontuing

— 0 ot ORR 9 (19%)

Sy Priorchockpaint mhiior Tx

PFS 5.2 months

024 681012131416182022
Time Since Start of Treatment (months)

Heist RS, et al. J Clin Oncol. 2017;35(24):2790-2797.




Cancer Care During COVID-19

Case Study: Meet Frank
* 63-year-old man with mesothelioma

» Received cisplatin-pemetrexed pre-op chemotherapy
12/2019-2/2020 with excellent response

« Offered surgery 3/2020 but chose to delay due to
COVID concern

» Returned to clinic 8/2020, with imaging showing
profound growth in tumor, now unrésectable

» Chemotherapy restarted with hope to render
resectable again

December 2019 March 2020 August 2020




Impact of COVID-19 on Clinical Trials

FDA Guidance (updated September 21, 2020)

® Purpose: Protect trial participants and manage study conduct

e Recoanized challenges; Quarantines, site closures, travel limitations,
interruptions to supply chain of investigational product, or possibility of
staff/patients becoming infected with COVID-19

e Thus, difficulties meeting protocol-specified procedures (administering
treatment; adhering to protocol-mandated visits, lab tests, imaging studies

e Consider; Telephone or video visits; local (i.e., near patient’'s home) lab and
imaging studies; delaying some assessments; alternative sites for treatment
administration; remote monitoring

® Remains in effect only during the COVID-19—related public health emergency

U.S. Food and Drug Administration (FDA) Website. 2020. hitps:/fwww.fda.govimedia/136238/download.

Impact of COVID-19 on Clinical Trials

NIH Central IRB (CIRB) Guidance

e Clinical evaluations, blood tests, radiology studies, administration of non-investigational
study treatments may be administered by non-study local healthcare providers

e Can obtain informed consent remotely
e Can use electronic signatures

NCI Cancer Therapy Evaluation Program (CTEP) Guidance

e “Virtual” or “telemedicine” visits may be used

e Protocol-required laboratory/imaging tests and treatment may be delayed
@ Local healthcare providers may perform study follow-up

e May ship oral study therapy directly to patients’ homes

National Cancer Insiitute (NCI)

skec-questons regaring
Vebsite, 20: tep car

Noval Goronaurus 3152050 p

s Instuions Review Board, NI Website 2020 tpsnwi it or/somouncemsnissquenty-
irb. Depariment of Heaith & Human Sarvices ; Cancer Therapy Evaluation Program
Gbeahremarandam.cn Inar. Guidance for Gl el Adivies. Afecied by he_

oowconen

ASCO Guidelines for Clinical Trials

Manage current patients based on sponsor policies and in accord with agency guidance
Continue treatment on protocol, if possible, maintaining good clinical practice

Consult sponsor and IRB (Institutional Review Board) with inquiries regarding deviations from
protocol requirements during pandemic

Protocol monitoring modifications may include all study monitoring being virtual visits if the trial
sponsor agrees

Ensure access to drugs prior to patient visit scheduling

Resume screening and enrollment with consideration to COVID-19 exposure; testing may be
appropriate

Expand access to clinical trial enrollment as imaging, surgery, and ability to collect
biospecimens expand safely for patients and staff

Consider discussion with sponsor regarding eliminating nonessential tests needed for study
enroliment and remote laboratory testing

Contact Principal Investigator and/or trial sponsor to discuss anticipated protocol deviations
during the pandemic

ASCO, American Society of Clinical Oncology. 2020
hiips:

0-Guide-Cancer-COVID19.pdf.




Clinical Trials in LC During COVID-19

e Enroliment for clinical trials have dropped significantly

Changes in enrollment by patient and trial characteristics and by spread of COVID-19
No./total No. (%)

Characteristic Patients enrolled Patients enrolled

Al enrolled patients P o OR (95%Cl) P value
Research setting
Treatment 1316/1870 (70.4) 948/1431 (66.2) 368/439 (83.8) 1 [Reference] NA
CGancer control and 554/1870 (29.6) 48311431 (33.8) 711439 (16.2) 038(029050) | <.001
provention
e Clinical research professional’s perception on clinical trial adjustment is dependent on experience
60 80
50 60
40
30 4
20 20
o [| T 0
0 Rende Tdeath Treapy Offste  Offste  Rande Tdd
Rende Tdeheath Treapy Offste Offste Rende Tdd @ret shpmnt dagogic treatrert morbrng
@it $ipmnt dagosics tratmert mrbmg
<5 years' experience W2 5 years' experience mNo experiene wi adjustrent mExperience wih adjustment

Unger JM, et al. JAMA Network Open. 2020;3(6):02010651.; Gerber DE, Sheffield TY. JNCCN. 2020;1-8,

Impact of COVID-19 on Oncology Practice

Effect of COVID-19 on
treatment decisions
o Definitely (61% )
. Probably/Possi_bI){ (36%)
e Probably/Definitely not
(4%)

tenaibeiween g o change tess han vetore g Nochange g Never

2288

°
Responses (%)
Responses (%)

c338s8833888

®
Factors affecting Ld
systemic therapy 2
e Age of patient (81% )
Comorbidities (92%;
Use of G-CSF
o Increased 78%
e No change 22%
Telemedicine usage
® Yes 80%

,

°
%,
b

BMA = bone-madifying agents; ICI = immune checkpoint inhibitor; 1K1 = tyrosine kinase inniitor
Urin Y, et al. JCO Global Oncol. 2020(6):1248-1257.

TERAVOLT: Assessing Thoracic Cancer

Patients with COVID-19

® Initial data from a cohort of 200 Factors Associated with Death

© 152 (76%) patients were hospitalized
and 66 (33%) ‘_j'ed COPD 1.18 (0.59-2.37)

° Death_wa_s mainly due to COVID-19 ez 116 (0612.21)
complications

e Anti-cancer treatment did not affect | Female sex (vs. male) 0.69(033-1.44)
fatality Age > 65 (vs. < 65) 1.53 (0.77-3.03)

® 151 (76%) patients with NSCLC Current or former smoker

(vs. never smoker) 3.18 (1.11-9.06)

Outcome includes death during hospitalization,
in the intensive care unit, or at home

Garassino MC, et al. Lancet Oncol. 2020;21(7):914-922




Treating NSCLC During COVID-19:

Medical Oncology

Stages I/l

Neoadjuvant chemotherapy
(enabling deferral of surgery by

Stage Ill

Stage IIl NSCLC should receive

Stage IV

Consider all available treatment options

3 months) in chinieal stage I high priority for newly diagnosed metastatic NSCLC
ICI schedule modified/delayed to
Role of adjuvant at useof | reduce clinical visit, using 4-weekly
the present time should be durvalumab within 42 days after nivolumab 480 mg or 6-weekly
reconsidered CT/RT completion pembrolizumab 400 mg instead of the

standard 2-weekly or 3-weekly

Use of granulocyte growth factors in
adjuvant or neoadjuvant platinum-
based chemotherapy

Use of granulocyte growth factors
in high febrile neutropenia risk
(10%-15%)

TKIs in oncogene-driven NSCLC must
continue unaltered

Passaro A, et al. ESMO Open. 2020;5(Supp! 3):e000820

Management Strategies for NSCLC During

COVID-19

and for Patients With NSCLC by Stage of Disease
Stage Recommendation Ad nal Consideraf
Defer surgery or ung nocles <2 Gm. GGOS, GGG U
l Gonsider SBRT/ablaton
pallnts age > 75y B
it comoridies
concurent chemoradiotherapy
" chemoradotherapy
chemoiherapy, when feasible | S y
concurrent chemoradiotherapy o mnimze &
TKI: | TKIs for COV
Symptomatic
w cincalradographio response
‘before meking decision about stopping therapy
ACS = American College of Surgeons; GGO = ground-glass opacily; SBRT = stereotactic body radiotherapy
Singh AP, et al. JCO Oncol Pract. 2020;16(9):579-586.

Use of Telemedicine in Patients with Lung

Cancer

® Worldwide backlog of surgeries due to COVID-19
o Significant upsurge in the use of telemedicine

® ESMO recommendations for use of telemedicine in patients with
lung cancer
® All non-priority patient appointments
® Non-urgent situations for established patients without new
complaints
@ Patients on long-term follow-up with low/intermediate risk of relapse
® ASCO also has detailed guidelines for use of telemedicine in
cancer care

McCall B. The Lancet Digital Health. 2020;2(9):e456-8457.; Passaro A, et al. ES

MO Open, 2020:5(Supp 3):0000820.
ASCO Website. 2020. htip:

:l/www a5co.orgsites/new-wwi.asco.org/files/content-fles/2020-ASCO-Guide-Cancer-COVID19.pd.




Discussion Points

eHow has COVID-19 impacted your practice?
eHow do you convey prognosis?

eHow do you explain disease progression
when you cannot share scanned images?

SMART Goals
Specific, Measurable, Attainable, Relevant, Timely

e Apply predictive biomarkers to determine
appropriate treatment

e Utilize liquid biopsy and NGS for molecular
diagnosis

e Evaluate complexities, challenges, and potential of
ADCs for NSCLC

e Modify treatment plans to deliver cancer care
during the COVID-19 pandemic

To Ask a Question

Please click on the Ask Question tab
and type your question. Please include

the faculty member’s name if the
question is specifically for him/her.




CME Outfitters

AFTER

THE SHOW

Questions & Answers

To Receive Credit

To receive CME/CE credit click on the

Request Credit tab to complete the post-test
and evaluation online.

Be sure to fill in your ABIM ID number and
DOB (MM/DD) on the evaluation so we can
submit your credit to ABIM.

Participants can print their certificate or
statement of credit immediately.

CME for MIPS Improvement Activity

Required Steps to Claim CME Credit as an MIPS Improvement Activity

o Complete activity post-test and evaluation at the link provided

® Over the next 90 days, actively work to incorporate
improvements in your clinical practice from this presentation

® Complete the follow-up survey from CME Ouffitters in
approximately 3 months

CME Outfitters will send you confirmation of your
participation to submit to CMS attesting to your completion of
a CME for MIPS Improvement Activity

e
CME .. MIPS

IMPROVEMENT




Additional Resources

Visit
www.cmeoutfitters.com/VirtualHub
for clinical information and
certified educationall activities
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